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feo gS«*^U*yW7A^D-7h^^7^- 
(2. 9X5 0cm> m&m. y^DD^» T«g 

^£tn;t£«L* 2- (4-7;^D^x-;i/) xjutf- 
;u- 5 -**y- 2 -fh^tHD77>^M>s 

^>vMXf^ (ft^ft3 1) tffcfitfttfcfcUT* 

<XS 0. 8 2g (3 2%) 
ttjft 129-13TC 

1 H-NMR (CDCh ) (?:2. 61-3. 38 
(4H, m) , 5. 10 (1H, d, J = 1 2 Hz) , 

5. 21 (1H, d, J = 12Hz), 6. 99-7. 

07 (2H, m) , 7. 23-7. 42 (5H, m), 

7. 6 6-7. 7 2 (2H, m) 

7C*ji>*f«[: Ci»HnFO B S-1/4H 2 OtVX 

ff-gM : C, 5 6. 4 6 ;H, 4. 0 4 

£M£: C, 5 6. 4 5 ;H, 3. 9 4 
[0 0 4 2] 3-16 

4»3 2, 3 3, 42 , 4 5 ) 
[0 04 3] 
[|gl2] 
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•'5 ^ n n V 








/C/U.1S 

2 - ^ h 3> t Kn7-5>^yl^ 








1Ctra32) : iRSO. 81g(37X) 




129— 130 C 




1 1 t Llifn /linn l S cv a « ^ _ 

'H-NMR(CDC1 3 ) (5:2.60-3. 




32(4H, m), 5. 14(1H, d. J~12Hz 




), 5.27ClH,d.J-J2Hz). 6.75 




-6.90(2H,m). 7.20-7. 45(5H, 




a), 7.5i-7.68(iEffl) 








CiHhF, 0, StLX 




ff-gtt : C. 54.54 ; H.3.56 




mm* : C, 54.81 : H,3.57 


mi 3] 


25 


(14) 


S 5 
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1 

2- (2,f^7;l/tD7^/l/ 


(2.0g) 


) *Jt->fc^;t/- 5 -:t*7- 


m - ? h oj§ 

(43ml) 







C2. 9g) 

<3NM) 





flxiiO. 65g (30%) 








'HMIRCCDCI, ) 5:2.55-3. 




30(4H,»), 6.60-6.79(2H,m), 




6. 88C1H. s), 7. 15 7.55C1JH, 




o> 




SIMSGn/z) : 473(MtK) + 

15 



H 

2 - ( 4 - yjitoy^-./i 


(0.6g> 


) X4/*~^- 5 -**y- 


m - ? o aj§ 

(30»J) 







(1- Ig) 

(3NM) 

^fti?) :JRS0.33g(52K) 




H£ 47-49-C 


Wl 4] 
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30 


'H-NMRCCDCIa ) 5:1.17(3H 
,t,J=7Hz). 2.6t-3.34(4H,m) 
• 4.04-4.23(2H.m), 7.23 7. 
31(2H,ra>, 7.91-7.98C2H,m) 

C„H, s FO, SthX 
sfUm : C49.36: H. 4. 14 
mmm : C48.98; H.4.09 


16 


0.3g) 
m- ? o nig 

(2.7g) 


C38ml> 
<3i*H) 


2- (2,4 ^7iltD7xi/l 

>H>« xf ;vxxf L /U (ft 
£«45) :«fi0,44g(3«) 


T H-NMRCCDC1 a ) <5:I.25(3H 
,UJ=7H2X 2,60-3.30(4H,m) 
. 4.27(2H,q.J=7Hz). 6.95-7 
.l8(2H,m), 7.80-7.98(lH.m) 
SJHSCiQ/z> :3350llH) f 


[0044] mmi7 

itS® 2 4 (1. 2g) (3 0ml) (I® 30 

»U SXnyWlx-mM (0. 8g) £JdA&. & 
taSJETT4 5»FflS»S7cbfco jftlift-fe^h-flt 

(2 0ml) &»^Ttt» (MgSOi ) bfco MJBEg 

;u*>» (ft&fe3 4) 3W«fi»«jatbTi9&nfc. 

«« 0. 64g (74%) 

^12 2-124^ 49 


5 4-2. 8 3 
) , 6. 9 3- 


1 H — NM R (CDC 1 3 ) 6 : 2. 
(4H, m) , 6. 1 5 (1 H, b ! 
7. 12 (4H, m) 

7C*»*T«: CnH. FOb • l/4H 2 OtlT 
tWM: C, 5 4. 0 0;H, 3. 8 8 

mmm: c, 54. 22 ;h, 3. 8 8 

[0 0 4 5] ##^18-20 
##0111 7£H«KLT, *6lC^bfcft^ 
TCLTKfttiS^fr^t*^*^* (ft£»3_5- 
37 ) tfft^ttfc. 

[0 04 6] 

[*1 5] 
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2- (2 r 4^7^to7i;ti/) -5-* 


(1 2g) 




(fc£«35) :*R:t0.6lg (70%) 



Bft£ 103-105 °C 



•Jf-NilRCCDCl s ) <? :2. 61-2. 87(4H,m). 6. 



75-6. 98C3H, id), 7. 20-7. 39(1H, a) 



jtX#tfrtt: C..H, F, o 6 tbT 



fWtt : C. 51. 17 : H.3.12 



: C. 51. 01 ; H,3. 13 

19 


2 (4 -7/^o7i-W *;l/*-yt> 


(0.7g) 

- 5-t*7-2-7*IOtKn7 5>* 



^4-:>» (fc#1*3§) : «#0.3g (56%) 



H.£ 77-78^ 



'HHWR(CDCI, ) <S:2.62-3.34(4H,m), 7. 



£0 f. o£\on. W* /. bo o. UUvZH, IT!/ 



7t3f##rfi : C,,H» FO« S • 



Hi OtLX 



tfW-m : C43.14; H,3.62 



: C42.93; H.3.53 


C^l 6] 3 o 

m 6 co-3£) 


20 

Yfc£^33 

2- (2,4-^7;l/^D7xZ/l,) ^^^^^ 


(0.65g) 




rt#>» UtAVlSD ttflO.lTg (4196) 



11* 140-141 *C 



'H NMR(DMS0 d« ) S :2. 60-2. 98(4H, n). 



7.85-7.50OH.B). 7.60-7.78(1H.b), 7.80 



-7.99(lH.n) 



7t^##rM: C,,Hs F 2 O, StLx 



ttSfi : C,43. 14 ; H,2.63 



mmm c, 43.25: H.2.54 


[0 0 4 7] #%0jJ2 1 f Co Rfomzft (10 0ml) IZtiUfLT. Vmtt)V 

it^m (0. 5 5g) p (15 (10 0m I) T 2 @Jflffl Ufc. »«X^;WB£#fc*i; 

ml) fc»*U 3*ffcX=M, (0. 6ml) ifiM* T*flc (10 0ml) U KM (MgS0 4 ) ft. «JE 
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H. m) , 7. 24- 7. 3 2 (2H, m) 
7C*##HI : CisHwOi £ LT 
fl*SM : C. 6 2. 3 9 ;H, 5. 6 4 
:C, 6 2. 3 7 ; H, 5. 6 1 
[0 04 8] ###122-26 
#%012 1 iH«(CLT^7I^Lfcfb^^3^{fcX 

4H39-41, 4_3-4JL) atfcSftfc. 
[0 04 9] 
-7. 1 2 (3 i0 [*l 7] 
S 7 
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N, N->> 

2 - (4 - J * 


(O.YBg) 


^> - 5-*+ 7- 2-T-h 






CO. 81»1) 

ClOlBl) 





:iRM0.3ig (50%) 


(4. 6g) 


ltd 85-87T* 




'H-NMRCCDCl, ) <S:Li4(3H 




. L J=7Hz), 2.49-2.92(4H,u) 




, 4.1l-4,32C2H.ra). 6.92-7. 




12(4H,ia> 




7tm*r& : 








MfUm i C58.21 ; H,4.88 




: C, 58.23 ; H.4.89 


- (2. 9X3 Ocm, mtbm. mt^)V :"\*tf> 
= 1:1) *ClS^bfco B«$>®£««U SSftl^ 

8_) ^iM^iiitfenfc. 

<KS 0. 48g (7 9%) 
JHA 8 2-8 313 

1 H — NMR (CDC h ) 5:1. 12 (3H, t, 
J = 7Hz), 2. 49-2. 91 (4H, m) , 4. 
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(0. 66g) 
3^ftx^U 
(0. 63ml) 

(3. 57g) 


N. N-i> 
Cl5ml) 


(0. 64g) 
CO. 4roJ) 
(3.42g) 


AT ^ F 

OOlQl) 


2~ (Zi-i?7)l>*uy 

xf-^x*^ (ffc£«!40) 

: JRS0.33r(45%) , 

'IHHCCKl, ) 5:L21(3H 
,t,J=7Hz). 2.53 2.94 (4H. a) 
. 4.14-4.33(2H,m), 6.71-6. 
93(2H.m), 7. 20-7. 32(1 H. id) 

C,,H,,F t o 6 t Lr 
$mm : C54.55; H.4.23 
£fflm : C54.69: H.4.24 


2 (4 -y/l*a7 
x^;ux^x;u Gk^41) 
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• 

•K-NHRCCDCl, > o:1^2CSH 
.t.J*7Hz). 2. 40-2^91 (48. m) 
, 4.01-4.20(2H,ni), 7.02-7. 
t0(2H,n0, 7.54-7.6l(2flm) 

C, 3 H,jF04 SirLT 
JttMff : C. 54.92 : H,4.6! 
mm^ : C, 54.59; H.4.58 




2- (4 h+^7x-^ 


(0. 63g) 


) f-*- 5 -**V- 2 -r 




F7t K077 V* 


(0. 4ol) 

(10ml) 





: JRfi0.44g(68K) 


(3.42g) 

( 2B$fH) 

M* 35-36TC 




"H-NMRCCDCU ) 6 :L15(3H 




. t.J=7H£). 2.39-2.88(4^0) 




. 3.82(3H.s), 4.06-4.I8(2H 




,n), 6,86-6.90(2H,m), 7.48 




-7.52(2H.b) 




5E##*ftt : 




ChHuO, S£LT 




ft»« : C, 56.74: H,5.44 




mmfe : C56.53; H,5.57 


m 7 <o-}#) 
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N, N - 'J 

2' a4-^7;W u7^^ 


(2.8g) 


) ^*-5-**7-2-x 



AT ^ K 



(3-5g) 

(40ml ) 

xfyU^f^ (ft/£4S44) 


IH»*'J*A 


:«S2.6g (85%) ftjjtf^ 


(U,7g> 


'H-NMRttDCl, ) 6 :1.20(3H 




,t,J=7Hz), 2.40-2.92(4H,ro> 




, 4. l7(2H,q,J=7Hz). 6.82-6 




.99(2H t jb), 7.50~7.65(lH,n) 




SIMSCm/z) : 303(MT ) 


C0 0 5 0] £]K0I1 


(20) 

£ 7 <or5£) 
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39 40 

m& 

(1) 2- (4-^DD7MD7xrW 5 -:**7- 2 - 

fh7kh f D77>M#>K ^>v;vxxx;v log 

(2) SL8 90g 

(3) h^oai^m 2 9g 

(4) Xr7'J>*T^y^A Li. 

1 30g 

&» (1) . (2) 1 7 gCD&# (3) *mfa (1) ^1 0mg^frr^ltS7mm(D^SIl 0 0 

u 7go^ (3) 3>&fp-)fc^-xhtit>tas ofl£»jrr*„ 

ftU £0«ftfc5g©j^ (3) <hj&# (4) 70 [0 0 5 1] £|M2 

atrium 

(1) 2- (4-7^P7x^) ^y-5-t^y-2- 
fh7kHD77>M*>8 IfAXXf* 5 Omg 

(2) ft* 14mg 

(3) h^n^yift 2 9mg 

(4) bKD4^>^Dtf;Hr;PP-X 6mg 

(5) XT-7U>»vy^>^A Img 


l*r-fe^*&0 10 Omg 

±bo«» (i) , (2) , (3) , (4) &g»L *aicaoT-K7^>*^-fe;wcaAL. *:/-fe;p 
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MACHINE-ASSISTED TRANSLATION (MAT): 


[JP4 -338331 -A] 


[JP4-338331-A] 


[CLAIMS] 


[CLAIM 1] General formula (I) 
[COMPOUND 1] 


ft* -X 


-t) xmt>tsfr6it&WZ<e;^ 

Lxftzft&nfflMo 


(In the formula, R1 is the phenyl group which 
may be substituted, R2 is an optionally 
esterified carboxy group, X is an oxygen atom 
or the sulfur atom which may be oxidized) 
The immunosuppressive agent containing the 
compound shown by this formula. 


[DETAILED DESCRIPTION OF INVENTION] 


[0001] 


[0001] 


[INDUSTRIAL APPLICATION] 

This invention relates to the 
immunosuppressive agent containing (gamma )- 
lactone derivative. 

In particular this invention is related with the 
pharmaceutical which has an 


02/06/18 


1/11 


(C) DERWENT 


JP 4-338331 A THOMSON 

DERWENT 

MB (!) ^^f, &Mfci?) io immunosuppressive effect and an angiogenesis 

ctt/ft^iTOt&iEfectr^^K^ inhi bitory effect, containing (gamma)- lactone 

ll/^;^T^5y-7^ h derivative which can be used for the treatment 

yWMfc&ls^'t' 5 E^tcIBi- and P revention of the rejection at the time of an 
^ organ transplantation, various kinds of 

inflammatory diseases (a rheumatism, 

psoriasis, etc.), cancer, etc. 

[0002] [0002] 


-JK5£ (I) 

S -34976) 0 L^L 

(I) ^t>£tiZ4k&m*ftm 

[0003] 

J»* ifoimi: felt 3« 


[00041 


[PRIOR ART] 

It is shown that (gamma)- lactone carboxylic- 
acid derivative shown with general formula (I) is 
useful as an antimicrobial or its synthetic 
intermediate (Unexamined-Japanese-Patent 1- 
34976). 

However, it is not shown in above patent 
documents that the compound shown with 
general formula (I) is useful as an 
immunosuppressive agent. 


[0003] 

An immunosuppressive agent is an essential 
medical agent in inhibition of the rejection in 
organ transplantations, such as a kidney, the 
heart, and a liver, and in inhibiting the graft 
versus host reaction of a bone marrow 
transplantation. 

Moreover, it is used also as therapeutic agent 
in an autoimmune disease. 

An immunosuppressive agent, from 
therapeutically point of view, can divide into a 
introduction and maintenance medical agent, 
and the medical agent at the time of acute 
rejection. 

[0004] 

It is understood that transplantation-immunity 
reaction is consisted of the primary immune 
response centering around the T cell and the 
secondary immunoreaction accompanied by the 
a liquid antibody. 

In fact, the advent of the cyclosporin which 
inhibits strongly T-cell dependent immune 
response was, compared for the treatment 


02/06/18 


2/11 


(C) DERWENT 


JP 4-338331A 


THOMSON 

..... 

DERWENT 


TiC 7-8 

*J©ftffil:±ott, Strife 
**ft65%*Wffi;TU ftffl 

©Sft i: Lt, 1) «g#<7)H 

^ 2) BlT^fflKJ:5MI#J«# 
Ml<dU&. 3) ^©^fljffilSO 

«R«3K* fcfcfctf, 

P 7 7 — ©jg 

\m (Dtc^mm z x> # 


results by the conventional azathioprine and 
prednisolone, brought the improvement in the 
remarkable results of the take ratio of the 
example of primary transplantation. 

The effectiveness and the limit of the result of 
the cyclosporin already also become clearly 
from long-term observation over 7- 8 years. 
Including cyclosporin, even by use of all 
immunosuppressive agents, take ratios will 
reduce by about 65% 3 years after 
transplantation because of the chronic rejection. 

The stable take over a long period of time is 
not obtained sufficiently, as this reason, the 
following can be mentioned : 1) Difference 
of patient's own chemicals sensitivity 
(cyclosporin), 2) Amount reduction of 
the chemicals dosage by the adverse reaction, 
3) Presence of the transplantation-immunity 
reaction system which cannot be sufficiently 
suppressed by the conventional 
immunosuppressive agent, for example, 
activated monocyte * macrophage. 

The steroid is effective in production inhibition 
of an activated monocyte * macrophage type 
effector. 

However, extensive administration for a long 
period of time cannot be performed because of 
the side effects, and cyclosporin also carries out 
production inhibition of the activated monocyte * 
macrophage type effector. 

However, the fixed drug efficacy, because of 
the difference of the sensitivity which this 
medical agent has, cannot expect. 
Therefore, inhibiting of rejection becomes 
inadequate. 

Transplantation multiple organ failure 
happens by the chronic rejection, 
moreover, as for the side effects by the medical 
agent, by a dosage over a long period of time, 
as may be notably seen to a steroid, the serious 
complication can be caused, giving a serious 
influence against a long-term survival rate and a 
take ratio. 


[0005] 


[0005] 

That is, the new problem of the 
immunosuppressive agent in the present organ 
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transplantation is that the favorable results 
stabilized over long period has not been 
obtained because of the limit on the medical- 
agent sensitivity which cyclosporin has and 
medicinal limitation, and the side effects by the 
long-term dosage of a steroid. 

Especially immunosuppressive agent with 
few side effects, which can be replaced with the 
steroid, and which shows the effect excellent in 
production inhibition of the activated monocyte * 
macrophage type effector considered to be 
concerned with rejection, has not yet been 
discovered. 


[0006] 


[0006] 


[PROBLEM ADDRESSED] 

This invention provides immunosuppressive 
agent as introduction and maintenance medical 
agent, which substitutes the 
immunosuppression effect to the activated 
monocyte * macrophage type effector which a 
steroid has, and which has few side effects. 


[0007] 


[0007] 


i mm a & m & -r % tc & <d # 
m 

(i) x^kfr£Hz>ik^m 

<Dmmt u^i^:^m 
^ (i) xmfr&Hzit&vo.iz 


[SOLUTION OF PROBLEMS] 

The present inventors performed the 
investigational research of a novel 
immunosuppressive agent, in order to solve an 
above problem. 

As a result, unexpectedly, the compound also 
shown with a general formula (I) has an 
immunosuppressive effect, and 

It was discovered that it could be used as a 
pharmaceutical for preventing the rejection at 
the time of an organ transplantation, and 
it was discovered that the compound shown 
with a general formula (I) was a low toxicity 
very. 
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[0008] 
lit 2] 


[0008] 


[COMPOUND 2] 


/ — V 


it) 


[0009] 

swffi-tts; (i) 

Snste^Kfe^T R1 -e^ 

(#1 : * 
3 C1-3 

^A^atfixfcKS: 1~3 @^ 

[0010J 

^(Cjol^T R2 ttfc^ns 

#/V/K3r>\ ^ h^r 

/K ^ h^y*/^;K n-^ 


[0009] 

As an optionally substituted phenyl group 
shown with R1 in the compound shown with the 
above-mentioned general formula (I) which the 
immunosuppressive agent which this invention 
provides contains, for instance, halogen 
( example: fluorine, chlorine, bromine, iodine), 
the phenyl group which has intrinsicly 1-3 
groups selected out of C1-3 alkoxy can be 
mentioned. Especially phenyl group, which can 
be optionally substituted with halogen, is 
preferable. Especially 4- chlorophenyl, 4- 
fluorophenyl and 2,4- difluoro phenyl are 
preferable. 


[0010] 

In the compound expressed with the above- 
mentioned general formula (I ), as optionally 
esterified carboxy group which is expressed 
with R2, for instance, the following can be 
mentioned : 2-5C alkoxy carbonyl groups, 
such as carboxy, methoxycarbonyl, 
ethoxycarbonyl, n-propoxy carbonyl, i-propoxy 
carbonyl, n-butoxycarbonyl, and t- 
butoxycarbonyl, aralkyt oxycarbonyl of the 
carbon numbers 8-13, such as 
benzyloxycarbonyl, p- nitro benzyloxycarbonyl, 
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M^fic 8~ 1 3 CO T 9 /V /W"3f- 

> # >v ats ^ ,v ta e ft foifhh 

5 0 


[0011] 

BUfE-|S5C (I) 


XI. 


$ ti-c ^ x h i. v 1 

LXlZMitekmiZk^XX^* 

^•yK (-SO-) 

> (-S02-) tfcotiJ;v\ 


XHOIV1SOISI 

* - 


phenethyl oxycarbonyl, 
oxycarbonyl, etc. 


and benzhydryl 


[0011] 

In the compound shown with the above- 
mentioned general formula (I), as sulfur atom 
which is shown with X and which may oxidize, a 
sulfoxide (-SO-) or a sulfone (-S02-) is sufficient 
by the oxidation stage. 

To mention an illustration of the compound 
shown with the above-mentioned general 
formula (I), the compound shown in Table 1 can 
be shown. 


[00121 


[0012] 


[Table 1] 
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X 

Ph~ 


y~ /\ /> A/ *> 

x 

Ph- 



X 

P&~ 



X 

t> w — 

r » - * 

-* ^ » 

-~ f" M_ » fc 

X 

P h — 

- ^ •- 


X 

Ph 

„ o — 

v y v < nt> 

X 

4 — C J ~ P h — 



X 

4 ~ v. l "rft" 

-* $ — 

-tOOCH *P*t> • 

X 



• COOH 

& 

Ph~ 

-so- 

-COOCKPh. 

u 

Pfc~ 

-so- 

-cooPf*a 

is 



-COOCH CP)>> ♦ 

13 


~s~ 

-C0OCH, Pfe 

ii 

X-Cl-Pfe- 

-S-- 

-CO0CH, Ph 

15 


-S- 

-COOCH, 

u 



-CQOCH, Pit 

u 

Ph~ 

-S3. - 


JJ 

pa- 


-COOK 

IS 

Ph-. 

-SO, » 

-COOK 



~0- 

-CH <Pfe> * 


Table 1 

Composition No. 
[^2] [Table 2] 
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MX 




; -COOCH <Pfe> * | 

22 


0~Pb - 


-COOCH (Pb) * 
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..... s 

\*r V# V* W A 1 V * V* / t 


i 



^CDOCHi Ph 

V/ V» Vf • * ♦ > V* 
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~ J* h ~ 
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** % V XI 
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- 
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Continuing Table 1 


Ph : y^^/V^ 

PNB : p-^ h u<Oi//ls& 

[0013] 

m 1 (1~19 f4#§fl 

¥-1-34976 {d*5^Tta^J 


Ph: Phenyl group 

PNB: p- nitro benzyl group 

[0013] 

The compound in Table 1 (1-19 are shown as 
an antimicrobial or its synthetic intermediate in 
Unexamined-Japanese-Patent -1-34976) 
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[0014] 

<smi-5>mm-®>& (i) 


THOMSON 


DERWENT 

[0014] 

The compound shown with the above- 
mentioned general formula (I) which the 
immunosuppressive agent which this invention 
provides contains may form a salt, and a 
pharmacologically acceptable salt, for example, 
salt with an alkali metal ( example, sodium, 
potassium) or an alkaline earth metal ( example, 
magnesium, calcium) etc., can be mentioned. 


[0015] 

BuSB-jKit (I) xmfr&ft&ik 

x\ >p< t h 2 msk±<D&.&& 
w (D^mmm a -e co * - <om 

5. 


[0015] 

The compound shown with the above- 
mentioned general formula (I) has the 
asymmetric carbon. 

Therefore or more of an at least 2 pieces of 
stereoisomer may exist. 

Therefore the immunosuppressive agent of 
this invention can contain either the single 
isomer or their mixtures. 


[0016] 

(R1 1-2fi0^ny> 
•Cfi* £ fctz. -7 3L =->\sX1h 9 s 
ZLX R2 ffix. hati'jJ/i'tf- 
/V £ fc {3x< > vvV 3: * > 7J /V jj? 

(1) 2- (4-?nn7x=^) 
ft-5-t^y-2-r h y 

(2) 2- (4-7;^D7x- 
;V) ^-^V-5-^-^-y-2-x 
h7t Fo7 7^*/^>^ 
^/V^xA- ab^39) 

(3) 2- (2, 4-/7/^0 7 


[0016] 

The compound of the above-mentioned general 
formula (I) which the immunosuppressive agent 
which this invention provides contains is 
preferably that wherein R1 is the phenyl which 
substituted with 1-2 halogen and R2 is an 
ethoxycarbonyl or a benzyloxycarbonyl, and X 
is oxygen or sulfur which may oxidize, among 
them, especially preferable compounds are, (1) 
2-(4- chlorophenyl) thio- 5- oxo- 2-tetrahydro 
furancarboxylic-acid benzyl ester (compound 
13) 

(2) 2-(4- fluorophenyl) oxy- 5- oxo- 2-tetrahydro 
furancarboxylic-acid ethyl ester (compound 39) 
(3) It is 2-(2,4- difluoro phenyl) sulfonyl- 5- 
oxo- 2-tetrahydro furancarboxylic-acid benzyl 
ester (compound 32). 
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-2- -7 h^fc Fd7 7>*/1' 
t>32) -CfcSo 


XHOIVISOISI 


[00171 

^TMb-^ti (I) (IV), 

(v), (vi) (vii) « 


OERWENT 


[0017] 

The compound of formula(l) can be produced 
by the method shown, for example, by the 
following reaction formula. 

In this reaction formula, the compound (I) is 
shown by general formula (IV), (V), and (VI) and 
(VII). 
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DERWENT TERMS AND CONDITIONS 

Derwent shall not in any circumstances be liable or responsible for the 
completeness or accuracy of any Derwent translation and will not be liable for any 
direct, indirect, consequential or economic loss or loss of profit resulting directly or 
indirectly from the use of any translation by any customer. 

Derwent Information Ltd. is part of The Thomson Corporation 
Please visit our home page: "WWW.DERWENT.CO.UK" (English) 
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